57.8 ± 0.1 7.0 -72.7 ± 0.1 -0.5 n/a 58.0 ± 0.1 7.0 -73.3 ± 0.1 -0.5 n/a 57.9 ± 0.0 7.0 -73.0 ± 0.1 -0.5 n/a 6 24.2 ± 0.1 6.6 -40.6 ± 0.1 -0.6 n/a 25.4 ± 0.1 6.6 -40.5 ± 0.2 -0.6 n/a 23.7 ± 0.1 6.6 -40.0 ± 0.1 -0.6 n/a 7 201.5 ± 0.1 6.6 -213.0 ± 0.2 -0.5 n/a 201.4 ± 0.2 6.6 -213.8 ± 0.2 -0.5 n/a 201.7 ± 0.1 6.6 -213.8 ± 0.2 -0.5 n/a 8 4.1 ± 0.1 6.9 -18.5 ± 0.1 -0.5 n/a 4.4 ± 0.2 6.9 -18.3 ± 0.2 -0.5 n/a 3.9 ± 0.1 6.9 -18.2 ± 0.2 -0.5 n/a 9 57.6 ± 0.1 6.7 -71.8 ± 0.1 -0.4 n/a 57.3 ± 0.1 6.7 -71.4 ± 0.1 -0.4 n/a 57.4 ± 0.1 6.7 -71.8 ± 0.2 -0.4 n/a 10 89.7 ± 0.1 7.2 -102.6 ± 0.1 -0.4 n/a 89.6 ± 0.1 7.2 -102.8 ± 0.1 -0.4 n/a 89.8 ± 0.1 7.2 -102.4 ± 0.1 -0.4 n/a 11 57.2 ± 0.1 6.7 -68.3 ± 0.2 -0.4 n/a 57.2 ± 0.1 6.7 -68.8 ± 0.1 -0.4 n/a 55.7 ± 0.1 6.7 -66.7 ± 0.1 -0.4 n/a 55.8 ± 0.1 6.7 -67.1 ± 0.0 -0.4 n/a Supplementary Table 2: Free energy results starting from the X-ray structures. All values are in kcal/mol. The meaning of the different free energy terms within the thermodynamic cycle is explained in Supplementary Fig. 1 . ΔΔG exp-lr is the contribution to the binding free energy due to the long-range dispersion correction. ΔΔG elec corr is the contribution to the binding free energy due to the correction for electrostatic finite size effects and it has been applied to charged ligands only. The meaning of the different free energy terms within the thermodynamic cycle is explained in Fig. 1 . ΔΔG exp-lr is the contribution to the binding free energy due to the longrange dispersion correction. ΔΔG elec corr is the contribution to the binding free energy due to the correction for electrostatic finite size effects and it has been applied to charged ligands only. All ΔG terms shown here have been rounded to the nearest tenth for ease of reading, despite having been calculated at higher precision.
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